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PLE NUMBER: 50202473 Pace 2
weLe: T3727

C0 ORAL SCREEN
Usjestive: To determine the souts oral torivtty produced when testJrorial Le Sunipietarts BO ote). Borde. tk Tort sertreiry ca, he
Organisation of Economic Cooperation and Development's Guidelines forTearing Chanicals, Section 401, Aoute Oral Toxicity, adopted May 12, 1981.

Tost Materials T-3727
Physical Description: OFf-uhite waxy solidStunility of Toot Materials Spenser hes purity and stabilityGetorminat ions on’F ile.

Test animal: Young adult male and femals albino rats (approximately5 weeks of aged of the Sprague-Dawley strain were procured: maintained in[Riga Rr gra Trt id bl Bagiontioe!dontinuas access to commercial laboratory reed and cater, and meld foretl mation per tad a a fave are.
fcclinated animals were chosen at random for the study. Test snimalsGers housed by sex in groups of five and identiisd by animal number
and corresponding ear tag. Food and water were aweilable ad libitumThroughout the study, except for an overnighe period juss befareaEe ars.

Reason for Species Selectiont The rat is the animal classically used dus tofe set1 Ten roars weetTitr aa Long oars or Deserous date.
Method: ‘Five male and five:female rats usighing betusen 200 and 298are utmd Lon ach Seay Peels Te Seedy coneisees of four doeetsTeve170.20, 5750, 2-00 and 5.00 ask):
Preparation and Administration of Test Matériali For sach dose level, theT0a% Totetind wen mived with warn oil ans Pavied tv uo urter both 1a’ fera uniform suspension af a specified concentration. Each suspension wes21iouea To oso] BF iar 0 doping: An indioigee) dose. wen solvelsted forSach animal based Upen ite. Fasiad body weight and ums sdministered byGevage. The dese volume of each test mixture ues 10.0 miskg of bodySeven

co1101



HAZLETON oemmeve Chama Stadt sinc OviPHAETON omc Stcinsinesiin

and twice daily for mortality.
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PLE NrsERs 50202473 [a
mies T3720

co oReL screen cconTinuED)
surary

Test fminals Albino Rats - Spragus-Deulay strainSaorcat “Harien SpraguesDesiey, Hsien oFSete amines Bocotlod RIE ots ena bs 1/05
Temperature and Humidity of Animal Room: 21 to 25 Degrees C.;2 1 BRI mii
vehicle: Corn 011Methed"et faminiatrationt Oral Gevege
Date Test Started: 03/01/85 Gate Test Complateds 04/09/05
Eatinated Oral LOSOn: Nala - 0.28 g/kg of body weightSN Cant dente Cinta ot 518"e 0.51 akgTamia s 00a ang oF Bady eightEH RA

Mortality Sumary (Humber of Deaths)
Dosage Hours DayeGalt TE a 2 3" so sae Totalpe LE EE EE a
020 0 © 00 oo 00 00 00 oo 10 1305 10
0.50 0 0 00 10 10 11 00 00 2 2 5/5 3/5 8/10Zoo 0 oo gs 3p rl II 22RD TZ mlnSo 0s 3333 IIcCiIiiiozIommana

Dosage Level Average Body lisights (5)tones Ineiel® 5a 5 hermit
rele 0.20 we 2 sa8:3 mw fd2% m2 =HH I -
Female 0.20 2s a 24005 Be is 2202% m2 250 CE =

*Thakur, A. K., and W. L. Fazio, 1981. A computer program for esti-nating L050 sid Tea sont ence. Limits uaine e segiFied Serene }
Reed-Muench cumulant method. Drug and Chemical Toxicology 4 (3) C01i0335a
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Chimica Signe
ours onyeFPEE

Dosage Level - 0.20 grkg Hotes
mppesrad normal 3 3 5 9 0 0s 0 0 0 ao 0 0 4 0 0Sarees Sor osssrtissireeSam eabroun-stainsd analyAithe tee so 5 a3 3iS3ILOIOEIOLOLGSUIS 8b yiziiiscioaiononosBeant l po 3332332130 8000pF AITTBovtreiage 8 5 0 5063333208113Sma,Seteoe Yo 0 0 pppoe ooi1o0 0 0 0pestis 5 8 0 Soe RlIIISLIOSStyeConwutsions © 0 0 58 000 ac oo 10 0 0 aaipata i Sudamnatmeee aRomineTime 0 0 0 1 iii1100000000mie 8 0 5 dBEEIISIIOLILODOROSTestiBiers 0 0 0 1aizazazaiana11aslllmenieeied 8 5 bBEZIIELL LLLBaan bb Sb hao n bob boo oeSe Sold sssrEessrlngse
wtninal dint in pn.
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Clinical Signs (continued

Hours Daye10" ee 12s as Fes omon bow
DosageLevel - 0.20 g/kg Fenaies
dppesred normal 5 5 5 1100 0 03 44 4 4 4 4 4Srenen S05 5 zab0b030saos sosFopeeiivity 3 0 8 533344800 5 bod 0see FE I A I HTRedratsined raced 8 0 4433 33a0 a 0 8 bob 8StetinaTle 0 0 0 s222220000 00 00Voltostetnad sbomanssential ares TS" 0 1112221000000 0Rodi Theemitals 0 0 9 11111100000000adpecia'tn abdominalpr FEoeuiaraischare6 0 0 8 53 Piao bob os 3 obPlerectton™ 8 8 5 PS iiiiicLLOLOLORR
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Firnssns Signe vosrtimed?
ours oaye10a 12s as Seswomownow

Dosage Level - 0.5 g/kg Males
tppeared normal & 3 2 0 0 0 0 0 0 00 - - - . _ _a P0203 gases nozonozo:Tomemciieis 3 5 3 S338Dccoon:ees SSS Tsrsiiaacoozozozocfexie, HEwriotheres 0 0 0 0010 e000 - - - ooin ee 8 8 0 333020 OC Coz:Seatainedosalr 8 8 8 sez zrEie.-----rednlatreseemitairegion0 0 0 02210000--- -.-wiamiszl regionRe Ye 0 0 sone ioe ooPiltereetion 8 5 5 BSS IIIOCOZozozo:Tinimeerance 5 5 3 slobiOCocozo:ozo:oi, EEEE

Females
Mepeared normel 4 3 4 0 8 0 0 0 00 00 © 0 0 0Sernaras Tlf fsiassaan snsoneRomeiivity 3 3 4 S2732382opopo0oponSyaeae S08 5 saaizzzizozozoaozCommision 8 4 4 84S EEEizozozozozipi © 5 5 sooo icono00000EaRy 0 0 sone oo ono 2 2 1 2 amilareniios 5 5 8 So 0SSYIIZOZIOloZol
alteren 0 0 0 34s 4s44dd45322Rreiesnitaimegion 8 C0 0 0 11000000000o ©ced ustGishere 0 0 0 00111111100a50RATS ceed 5 5 3 3LAAiiEAo loggeimei s 3 8 J e323 oozedSl EAEEEEEEEEE

“animal died in p.m. ¢01106
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120 ovo, screen cconinueD)
Stintant Signe tentinents
_ oneIoR.SR

DosageLevel - 2.00 g/kg atespeeret renal 3 7 2 BeSrearad 3033 tei:ew 3 3b Piiciizziiicz:ii:Papas CERs int ele
genital area 0 0 0 2 0 - - - - - - - - - - -oul SS Fizz:

FemalesBagg wet 3 8 8 BE a aw nw omfronara 30303 3s iiIIiiozozozooctie § 2 fF YFIcriiiii:ic::icic:eer SoS bp dSIIiiiiiooioiozocEt ired § § #3IIzzzzzizii:en Sos ISI:en SO 0 ES IIIiIiozozoioiocTey anSomananas’oe mnae eam a eo. . -oelih SUSY Sitios
DosageLevel - 5.00 g/kg ratesnsatasinemmnli IRE sciol RYSronares Soff SSI:Mae 5 bb 3dIIIIIIooIoIIoCSymone HEinedSIR oo 6 zee oovt 8 8 PSII:

FamatosOOtiaAsenered $03 0% sri
Hypoactivity i 1 01 30 - C2 III I I I TCRia FOSx2tained nose

and mouth 0 1 2 1 0 = = = = = = = = = = = =oun $d 2 3S:
*Two animals died in p.m. €¢01107
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co ovaL screen conten
PATHOLOSY Ceont nus

Gosage Level: 0.50 5/kg of body aight Date Dosed: 03/12/85
antral Tost bay .Waal sex OtewBecrifices Necropsy CommentsGs So open Feriotutars erinasal, and parinestreas. started ann rium CaineSmo
ams om 2 - Stenson - multiple, dori braun foci, upBoon a ens onan,eck oP
ams ons Gark red pariocular dischargeraters perionun 2% arShaun stander tame or aed,Sirians Teer ihe mest,perl,eaith multiply, denySem Prete naa mm
cosas na - Stomach - reised, tan avers, up toSE me emer Bute,
ams om Parinaunparional ares stainedeo mae Seat parrain nara aur BemaSER ral ghana tarmusosemE ieee,nenatindiier muses] Snort tniesting -Spray rymaes mai] inteming.
as fou - Stomach - dari braun ares, up toTE hn, aaa ml SenPAAR UaBn neater Putian
cssse faa No visible 1esions.
TE Broun porinesel stein; stomach <bola rene Su

EE Ne visible 1esions.
cess fu eninal thin stomach = multiple

Vioer 2 sesemmudoe eon ee eet ent 1on all lobes: to1109
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co ove screen cconTinueo
PATHOLOGY Coont inusd)

Dosage Levels 2.00 5/kg of body usisht Date Domed: 03/06/85
amine Test oayNiner Sex DiskBierificeds Necropsy Comments
are m1. Stomach - contains normal food andSan aranilen materiel] amet]InRedtina = Tiles niin Tontyel tow,mesa Senieletel
aes m1 - Stomach - contains nornal food sndSon oransler materiet] amet]redtine = Hee Sin Tee tow,meaia Seni luta:
ae nz - Stomach ~ glandular mises diffuselyTad Tver ecemtueted Som anpatterns
ass ow 2. Liver = acoantuated lobular pattern.
asm om 2 No visible lesions.
cases Fa - Stomach ~ contains normal food andpreg etintadiin =" TTios win tan and clase,mcaia somite:
caer 1 - No visible lesions.
cases rz - No visible lesions.
cases Fo 2 Liver - accentuated lobular potter.
ENI Liver = accentuated lobular pattern.
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#015 rane: S092 vee 12
I

0 oeL screen ceonTvagy
PL

Govan Loalt 5.00 orig of Sot weight Dete Deed GIULAS
fama veg TryTED se oil BiTices  eoropey Comments
cowses m1 - I—
we mw 1 - Roriaom = atainet sro
coe m1 - Parineun = stained brown.
ams ow 2 - —
coos mz - Farimap = gtaiged Srgups TodErrsRinfssufandieters
ses ¢ 1 - SO—tr PRI ReACeara I a here
£28501 F 1 - B Perineum - stained brown.

osm rz - AJeter ietosy
owes rz - J—bibsthi
wm rz - Fariman = gtaimes Srauns vasAL

Er IA abi a Ti Boar Aoe a a Trond fF ot Perle tre eeeerie of the animalromeraged Sem E re ees errrHiatioe

rani Ta Ie ete Cora awrET ey,
® v 12, 1981 01111
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area: vss

———
Objective: To determine the relative level af primary skin irritationsSorronton 9% atest subscance on Yavin omer inary Shin irritationsSoCoraing te the Srganisseion oF Eoomitt oder semicecluded conditionsSiSant ines For Toot ug. Shemioats, Contras CooPoolionoend DeveloprantsSie Laareating Sonica
Tost Materials 13727Brveient Bescriniiin: OFf-uhite waxy solidPS and SL erent ha 10 suabitity determinationsSour.
Test Animal: Young adult rabbits (approximately 14 weeks of age) of theRew Tantand Unies Steain’ Sore presireds nataly 1d asksof age) ofSorenttion tages In. remmeneberas oy Roinisinedindiutduelly inProviand sent inedes meson te a tad ronniero led quarters,Ted Fo nas Teen, parsing aber tery Rabb it
Thras scclinated fomale sninals, weighing from 2040 te 112 3 vere
Shaarost ion parton as mes tride' For eas tnd, Taintained duringtheSimals ware” Tasati fies oy baton musper oa motionperiod:TestSooraxinesely seemty res homie baranier ond corresponding ear teg.FERTIL Si our hee

Resson for Species Salactiont Historically, the New Zelend uniteTe Tne abuis has bean tha animal aim, theNeZotar neeHaart he been th
Proparation of Tast Hetorialt The sample was dosed os received.
Treatment: The test materiel uss applied to the intact skin of eachTERT In the seine or 003 omar oie atg she intactskin ofseenThe” tranted area as Sovarod’sth 3 3Ts mp TgIo 00dHin,0;9%alinSth amen tape and oueroreppad mith Surin lean ee Eee Seed
Re Tost on matn postinivyressing. Collarsue
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vee: T3727
0 eve iemiTaTION
Objective: To dotarmine the lavel of acular irritation produced following2 Single xpossre of a teat mupstance ve ons ye et sibine cane e)2o2arding 1S the Organizaion” Far Eoanonic Cosparatios angbos ismment 'sGuidelines for Tasting Chemicals, Section 405, acute Eve ireiiationsCorrosion, adopted Moy 13 i581:
Test Haterials 1-372Physical Dascrintiant OFf-uhite waxy solidFries and Sts TLitDE Soanaor has purity ond stability determinationsHi.
Test aninali Young adult rabbits (approximately 14 uesks of age) of theNaw Zaaland Unive Strain tare prosureds meintained 1nd uidueiiy Tn soreensBotton cages in temperetura. sha numiaitoosontreltod austsecs. pine ionscontinuous secase” to Tokied Labaratery, Rabbot Diet and secon) sha batsFar an acclination period of at tases’? deve.
Thres scelinatod female animals, weighing from 2666 to 3000 9, werechomen’at random for the test. The animals. eves were oxeninddciehin24 hours prior to test matarisl administestion sing. Sodio Fluorsseindye rocalires. “only those animals with ne sian of oeuien inlay asrita ion ars aca, eat animals vars dent ticd by animal musterond Carrempanding ear tag:

Reason for Species Selaction: The New Zealand Unite slbine rabbit is theinal or Chaos bessd upon 1s" Lanse srbir andnen igmentes eis!
Preparation of Test Material: The sample uss dosed ss received. bulkGinalty determination ues mada to determine the ve ion sasivaiens of2 1 Gast "Beats Loan" tha density detarminat ian, an ineieiace]Goss of 0.05 3 en ueisbed sur ror seth animal.
Treatment: Each rabbit received 0.09 g (0.1 ml usight equivalent) of theFeat materiel placed on the sverind lows: 1d oF one oper with thecontralateral Cyo sersing as’ tha wntrasted soncrolr Toa upper sng loverFan ars sone 1 hea tagutner for ana. secong to prevent. Iobs. of meterialond than released. Tha syaa af the rabbit remained ont lboned,

(01116
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IMPLE NUMBER: 50202473 PAGE 18
PLE: T-3727

CO EYE IRRITATION (CONTINUED)
Observations: The treated syes were observed for ocular irritation at1, 24, 48, 72 and 96 hours after treatment. At the 72-hour reading,sodium Fluorescein was used to sid in revealing pessible corneal injury.Irritation wes graded and scored according to the Draize® technique.
Animals were weighed just prior to test material administration.

Pathology: At study termination all animals wers euthanatized anddiscarded.
*Draize, J.H., "Appraisal of the Safety of Chemicals in Foods, Drugs,and Cosmetics - Dermal Toxicity." Association of Food and Drug Officialsof the U.S., Topeka, Kansas, pp. 49-51 (1959).
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A——— race 19wees Tos
0 eve inimarion continues

—
Test minal: Albino rabbits - New Zastand tniteSonor hat fon RS,IRA,fe Testers uniteSon ROR SE a
Temperature and Humidity of final Room: 19 ta 22 egress C18 BI aresTest Materials T3722
bate Test Started: 02/2008 Bate Tost Completes 03/4788

PRIMRY €VE iARITATION scorese
3 Rabbit Hoanpnossesunrion peRioo Whine

3 ours 72 fur, 3335 tours: FH5 ours: 2372 oun: BH
© The Primary Eun Leritation Score is the total ave irritation scoreEY SL Ess td im se mL SS ieLn minal
Coments: No pain rasanss (wesslization) ues alicited from any aninelToTTeting Slt TITIES SETTLE

No cornaal irritation ues sbasrved during the studs.
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ws rove: Tosaers I
ee 132

55 Sve RTT coninueD)
Tobie 1Individual Eva iat tation scores

Animal Observetion Corns Score Iris Score Comjunctives ScoreNam CRIT STR Sime aie fy Gieptiens seers
Fes ame 0 0 0 1s a 1 1ales 88 5 FF o1ror oeBaer 000 1 zor odGlee 8 0b 4 +1 Poiwns op of bs hn oz
Formie ime 0 0 0 oo 4 a 1steers 5 3 5 8% bodaGu 52 Sr dogs ozShes 5 8 5 oS 3 ovowood 08 ros ss
FO7815 1 Hour 0 0 0 [] 0 1 1 0 4dite 88 80% dodoGms 55 5 8% on ogo opSteers 805 4 4d 3 sooEweoob ob oor ssn

Tabs 2Sodium Fluoraamsie Examination
nina Geparent ton PagidWamsl premier Pyne
Foret = esfoe nee esreels es ne

KES = No stain retentionFo RL Lon untion caren of comme involvnd).

1. Organisation for Economic Cooperation and Development's GuidelinesFe Chemica. hee coon as ents Sot lomrentiaGuidelines
adopted May 12, 1981. ¢01419

2. Oraize 3.4. "appraisal of the Safety of Chemicals in Foods, Orugesora Esametide PRIea ral5Sane of Chemicals in Fonds, rugs,EIT Se ra naa Shs Sapa ionof Foodend lugof



: PAGE 21

to

QUALITY ASSURANCE STATEMENT

Study Yo. 50202473

The report as herein attached for the above-mentioned study has been reviewedby the assigned Quality Assurance Unit of Hazleton Laboratories America, Inc.In accordance with the Good Laboratory Practice Regulations se. ser forth or21 CFR 58.35 (b) (6) (7). It has been found to accurately identify and/ordescribe the authorized methods and standard operating procedures followed inthe conduct of the study and chat the reported data accurately reflect the sow +data of the laboratory study. Furthermore, the Quality Assurance Unit hasconducted the folloving inspections of the testing facilisios neilires otheconduct of this study and has submitted written reports of said inspections tothe study director and/or management.

Date of mspection Type of Inspection Date Issued to Management
Acute Ocal Toxicity Study in fats

a 2/25-26/85 Process Audit 2/26/85
3/26/85 Process Audit 3/26/85
5/01/85 Report Review 5/01/85

Primacy Dermal Irritation Study in Rabbits
2/25-26/85 Process Audit 2/26/85

5/01/85 Report Review 5/01/85

Primary Bye Irritation Study in Rabbits
2325-20085 Process Audie 2/26/95
5/01/85 Report Review 5/01/85

y 2.4.7, ksDient -sraiiriny BateInspector, Quality Assurance Unie

i.

01120
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PRIMARY SKIN IRRITATION SCORING SCALE

(1) Teyehens and Eachar Torsacion
Yo erythess . 0
Very Viight erythema (sarely percepcivie) 1
Validtioed aryinems 3
Voderate to severe erychens 3
Severe erythema (beet redness) to slight eschar

Toreation (injuries ia depen) .
Higher possible arychess score .

(2) Edema Formation

So aden 0
Very slight edema (barelyperceptible) 1

T1Tig. edna odgas of tres weli~derised by
definite raising) 2

Moderate edema (raised approximately 1 wa) 3

oO Severe edema (raised more than 1 mm and extending
beyond ares of exposure) 4

Highest possible adens score .

oo
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. Primary Eye Irritation Test Observations |
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Prisary Bye Irritation Test Observations |
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Primary Eye Irritation Test Observations |
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Prisary Eye Irritation Test Observations
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@ HAZLETONLABORATORIES AMERICA, INC.
001 KINGMAN BLVD. + PIO. BOX 7545 + MADISON,WI 50707 + (608) 241471 + TLX 700956 HAZRAL MDS UD

February 25, 1985

Dallas D. Zimerman, PED oo
Manager, Toxicology Services International i FEBZ 3
3M Center 5, th
Se. Paul MN 55164 oy ei
Dear Dallas EEE

Enclosed please find tuo copies each of the following protocols for
sample 1-3727, HLA No. 50202473:

Protocol No. Study

. 2-209 Acute Oral Toxicity Study in Rats
| e202 Primary Eye Irritation Study in Rabbits

T2071 Primary Dermal Irritation Study in Rabbits

These studies will be conducted in accordance with the OECD testing
guidelines and GLP regulations.
Please sign all copies, retain one set for your file, and return the
others to me. We can initiate these studies upon your verbal
authorization.
Should you have any questions, please feel free to call.

Sincerely

Steven M. Glaza
Study Director
Acute Toxicology
SHG/mvh
Enclosures

Chemical & BioMedical Sciences Division Co1174



@ HAZLETON LABORATORIES AMERICA, ING.
OT KINSHAN BLVD. + PIO. BOXT545 + MADISON,WISI707 + (608) 2414471 + TLX 700056 HAZRAL MDS UD

PROTOCOL T2207 JUTE,

Primary Dermal Irritation Study in Rabbits | (55 3
(OECD Guidelines) § <P Ines

Study No. 50202473 ea /

for
M

St. Paul, Minnesota

by
Hazleton Laboratories America, Inc.

Life Sciences Division
3301 Kinsman Boulevard

Madison, Wisconsin 53704

February 25, 1985

© 1985, Hazleton Laboratories America, Inc.

Chemical & BioMedical Sciences Division 01475



PROTOCOL T2071

Peinary Dermal Irritation Study in Ravbits
(OECD Guidelines)

Study Yo. 50202673

Study Location Hazleton Laboratories America, Ipc.
Life Sciences Division
3301 Kingman Boulevard
Madison, Wisconsin 33706

Test Material 3127

Sponsor's Representative Dallas D. Zimmerman, PhD

Study Director Steven X. Glaza

Proposed Timetable
Starting Date Week of February 25, 1985
Completion Date Wee of February 25, 1985
Final Report Date Week of April 1, 1985

C01176
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The objective of this study is to determine the relative Level of primary

skin irritation of a test material on rabbits under semioccluded conditions.

ALL aspects of this study will confors to the Organisation for Economic

Cooperation and Development's Guidelines for Testing Chemicals, Section 404,

Acute Dermal Trritation/Corrasion, Adopted May, 12, 1981" and the U.S. Food

and Drug Administration's Good Laboratory Practice Regulations for Nonclinical

Laboratory Studies? ALL procedures will be done according co Hazleton

Laboratories America, Inc. (HLA) Standard Operating Procedures (SOPs)

referenced in this protocol.

TEST MATERIAL

Test Materials T3727.
Physical Description:  Off-vhite solid.

Purity and Stabiliey: Sponsor has puricy and scabilicy decersinations

Storage Conditions: Store at room teaperacure

Test Material Retention: Any unused test material vill be discarded
30 days after issusnce of the final report.

Safety Precautions: Laboratory personnel will take the norasl
necessary precautions in handling a substance of
unknown toxicity. Laboratory clothing, latex
gloves, safety glasses, and a particle mask
approved for toxic dusts must be worn.

TEST SYSTEM Bi

Test Animal
Young adult albino rabbits of either sex of the New Zealand White serain,

approxizately 16 weeks of age, will be obtained fron Hazleton Research

COL1L77
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Products Inc., Denver, Pennsylvania. An adequate number of extra animals will

be purchased so that no animal in obviously poor health is placed on test.

Historically, the New Zealand White albino rabbit has been the animal of

choice for evaluating the effect of chemicals on the skin.

acclimation

"Upon receipt, the animale will be taken to a designated animal room where

they will be acclimated for at least 1 week before being placed on test

(OP-GENB 36). During acclimation, the animals will be examined for clinical

abnormalities indicative of health problems (e.g., diarrhea, ectoparasites,

cough hair coat, nasal or ocular discharge, evidence of injury, ete.) Any

animals regarded as unsuitable for study purposes because of poor physical

condition will not be released froa acclimation and the reason(s) will be

documented.

Heati fication

Bach animal ia the study will be assigned a permanent identification

umber and will be identified with a metal ear tag (OP-GEND 24). All data

collected from an animal will be recorded and filed under its identification

nusher.

Housing and Maintenance

The following environvental conditions will be maintained in the animal

room used for this study (OP-TARC 230).

o Temperature: 21°C 12°
o Relative humidity: SO% +202
© Air change: At least 10 changes an hour of Filtered 100% outside air
o Light cycle: 12 hours light/12 hours dark

€01i78



3

empecature and humidity will be monitored throughout the study. Variations
from prescribed envizonmencal conditions will be documented.

fates husbandey and housing at HLA cosply vith standards outlined in the
"Guide for the Care and Use of LaboratoryAnimals." Care will be taken to

ensure thet the animals are not disturbed for reasons other chan data
collection and routine maintenance. The animals will be housed individually
in screenbotton stainless steel cages (heavy gauge) held on racks, with
absorbent pan Liners in the urine- snd feces=collecting pans. Pan liners will
be changed at Least chee tises cach week.

Feed and vacer will be provided sd libitum. The diet vill be Teklad
Laboratory Rabbi Diet. lo contaminants are expected co be preseat in the

feed or vater which vould interfere and affect the results of the study.

- Study Design :

Tree cabbics will be selected at random based upon health and a body

weight of 2.0-3.5 kg. Each animal will serve as its own control.

erocepuRss
Preparation snd Adsiniseration of Test Material

Iventy-fous hours prior co test material adainiscration, the hair will be
Clipped From che back and flanks of each animal. The crescent sices will be

inspected for interfering lesions, irritation, or defects that would preclude

the use of any of the aniaals.
The test material will be applied to the test area (approximately 6 ca?)

on cach cabbie, in the amount of 0.5 § and will be moistened vith deionized
“ater. The created ares will be covered with a 2.5-<a x 2.5-ca gavse pacch

01179
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secured with paper tape and loosely avervrapped with Saran Heap and
Elastoplast tape to provide a semiocelusive dressing. Collars will be used co

cestrain the aninals during the d-hour exposure period.

Reason for Route of Mainistration
Historically, the route of choice based on the method of Draize.

Observations
After the 4 hours of exposuce the patches and che test material will be

ceaoved as thoroughly as possible using vater or an appropriate solvent
without irritating the skin. Thirty minutes after removing the patches, the

degree of erythema and edema will be recorded according to the Deaize
Technique (Accachaent 1). Subsequent readings vill be taken at 26, 48, and 72

© hours after patch removal. Further observations may be recorded, as
necessary, to establish reversibility. If irritation is increasing in
severity at the 72-hour exsaisation period, observations vill be repeated at
96 hours and at 7 and 14 days, if applicable.

3ody weights vill be taken just prior to test material adainistration and
at weekly intervals during che study. Observations sad body weights will be
recorded in the study notebook.

Pathology
ALL anisals, whether dying on test or sacrificed at study cermination,

will be discarded.

C0150
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Report
Te final report will present a description of the test material, a

description of the test system, dates of study initiation snd termination, a
Cabulation of irritation data, and a description of any toxic effects other
than dermal irritation.

Maintenance of Rav Dats and Records
Original data oc copies thereof will be available at HLA fo facilitate

auditing the study during ite progress and prior to sccepsance of the final
report. When the final report is completed, all original paper data, as vell
us the final report, will be retained in the axchives of HLA, Madison,
Wisconsin (OP-GaN 44).

: . Rersmences

1. "Acute Dermal Irritation/Corrosion", OECD Guidelines for TestingChemicals, Section 404, Hay 12, 1981.
2 noms
3. DHEW Publications No. (NIH) 78-23 (1978).

4. Draise, J. H., "Dermal Toxicity," Appraisal of the Safecy of Chesicals inFoods, Druga, and Cosmetics, Avsoctsrion of Food andbruk Officials of the
8 Tope Kansas, p+ 04-59 (1959).
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PROTOCOL APPROVAL

alle dG mn male
Dallas D. Zimmerman, Pu> we
Sponsor's Representative
® = .

ee We 228-35Seven W. Glaze =
Study Director
Group Leader, Acute Toxicology i
Hazleton Laboratories America, Inc.

(10698755)
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ATTACRAENT

PRIMARY SKIN IRRITATION SCORING SCALE

1. Erythema and Eschar Formation
No erythema 0
Very slight erythema (barely perceptible) 1
Well-defined erythema 2
Moderate to severe erythema 3
Severe erythema (beet redness) to slight eschar formation

Cinjuries in depch) a
Highest possible erythema score “

2. Edema Formation
No edema 0
Very slight edema (ately perceptible) 1
Slight edena (edges of area well-defined by definice raising) 2
Moderate edema (raised approximately 1 ma) 3
Severe edema (raised more than 1 mm and extending beyond
area of exposure) &

Highest possible edema score “

601183
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Protocol T2069 ATEN
; 3Acute Oral Toxicity Study in Rats \

(0ECDGuidelines)  Femozies
4 f

Study No. 50202473 5 cu
Nh rdre

for
EY

St. Paul, Minnesota

by
Hazleton Laboratories America, Inc.

Life Sciences Division
3301 Kinsman Boulevard

Madison, Wisconsin 53704

February 25, 1985

+ 1985, Hazleton Laboracories America, Inc.

Chemical & BioMedical Sciences Division
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PROTOCOL TP2069

Acute Oral Toxicity Study in Rats
(OECD Guidelines)

Study No.: 50202473

Study Location: Hazleton Laboratories America, Inc.
Life Sciences Division
3301 Kinsman Boulevard
Madison, Wisconsin 53704

Test Material: 1-3727

Sponsor's Representative: Dallas D. Zimmerman, PhD

Study Director: Steven M. Glaza

Proposed Timetable
Starting Date: Week of February 25, 1985
Completion Date: Week of March 11, 1985
Final Report Date: Week of April 1, 1985

€01185



onagcTIVES
To determine the acute oral toxicity produced when the test material is

administered by the oral route (gavage) to rats. ALL aspects of this study
will confor to the Organisation for Economic Cooperation and Developaeat's
Guidelines for Testing of Chemicals, Section 401, adopted May 12, 1981" ane

the U.S. Food and Drug Mministration’s Good Laboratory Practice Regulations
for Nonclinical Laboratory Studies.? ALL procedures will be done according

to Hazleton Laboratories America, Inc. (HLA) Standard Operating Procedures
(SOPs) referenced in this protocol.

TEST MATERIAL
Test Material: 3727.
Physical Description: oft-vhite solid.

. Purity and Stability: Sponsor has purity and stability
determinations on file.

Storage Conditions: Store at coon teaperature.
Test Material Retention: Any unused test material vill be

discarded 30 days of issuance of the
final report.

Safety Precautions: Laboratory personnel will take the
noraal necessary precautions in
handling a substance of unknown
toxicity. Laboratory clothing, latex
Bloves, safety glasses, and a pacticle
Sask approved for toxic dusts must be
worn.

Disposal
ALL waste feed, aninal vastes, pan Liners, and carcasses resulting fron

this study will be disposed of in a high-teaperature incinerator (U.S.
Smelting Furnace Company, Belleville, Illinois).

01186
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TEST SYSTEM

nina] Model

Young adule male and female albino rats (approximately 7 weeks of age) of

the Sprague-Dawley strain will be obtained fron Harlan Sprague-Dawley,
Madison, Wisconsin. Rats will be selected at random from healthy animals that

had been acclimated at HLA for at least 1 week. An adequate number of extras
will be purchased in order that no animal in obviously poor health is placed

on test. The weight variation in aninals used on test will not exceed +20% of

© the mean weight (i.e., mean = 250 g, range = 200 to 300 §).

Reason for Species Selection
The rac is che dnisal classically used due to its small size, ready

availability, and large amount of background data.

Identification
Each animal will be assigned an individual aninel nusber and ear tag which

will accompany data collected from that animal throughout the study

(op-GeNB 24).

Housing and Maintenance
The following eavirounental conditions will be maintained in the animal

oom used for this study (OP-TARC 230).

© Temperature: 22°C 42°
o Relative humidity: 50% 320%
© Air change: At least 10 changes an hour of filtered 100% outsice air
o Light cycle: 12 hours light/12 hours dark

Temperature and humidity will be monitored throughout the study. Variations

from prescribed environmental conditions will be documented

€01187
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Animal husbandry and housing at HLA comply wich scandards outlined in the

"Guide for the Care and Use of Laboratory Animals."> Care will be taken to

ensure that the anials are not disturbed for reasons other than data

collection and routine maintenance. The animals will be individually housed

in screex-botton stainless steel cages held on racks, with absorbent pan

Liners in the urine- and feces-collecting pans. Pan liners will be changed at

Least three times each week.

Feed and water will beprovidedad libitun. The diet will be Purina Rat

Chow®. Mo contaminants are expected to be present in the feed or water
which would interfere and affect the results of the study.

PROCEDURES

. Experimental Design

’ Initially, a single dose of 5.0 g/kg will be administered to 10 animals

(five males and five females). If no test material-related mortality is .

produced at this level, no further testing is required. If any mortality

occurs at the 5.0-g/kg dose level, at the Sponsor's request, three or four

geometrically spaced dose levels may be added. Each dose level will consist

Of 10 animals (five males and five females). Animals will be assigned to

groups according to HLA Standard Operating Procedure OP-TOX 42.

Test Material Preparation and Administration

The test material will be suspended in an appropriate vehicle. Individual

dosages will be calculated based upon the animal's body weight taken just

before administration of the test material and administered by gavage.

€01188
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Justification of Route of Administration
This is the method for aduinistering & known quantity of test substance

and has been the route of choice historically.

servations
The animals will be observed individuslly for clinical signs and morcality

at 1.0, 2.5, and 4 hours after test material adainisteation. The animals will
be observed daily thereafter for at least 14 days for clinical signs and twice
daily (morning and afternoon) for mortality. The duration of observations may

be extended when considered necessary. The time of death will be recorded as
precisely as possible.

Individual body weights vill be recorded just prior to study initiation
and at 7 and 16 days following teat material administration and at death.

"Changes in body weight will be calculated and recorded vhen survival exceeds
1 day. .

Pathology
ALL test anisals, whether dying during the study or sacrificed at

termination, will be subjected to a gross necropsy examination and
abnormalities recorded.

© Report
The final reporc will contain a description of the test material, a

description of how the study vas conducted, response data for clinical signs,
mortality and body weights by sex, a discussion of the data, and gross

pathology findings.

’ 01189
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Maintenance of Rau Data and Records
Original data or copies thereof will be available at HLA to facilitate

auditing the study during its progress and prior to acceptance of the final
report. When the final report is completed, all original paper data, as well
as the final report, will be retained in the archives of HLA, Madison,
Wisconsin (0P-GEN 44).

REFERENCES

1. Organisation for Economic Cooperation and Development's Guidelines for
Testing of Chenicals, Section 401, Acute Oral Toxicity, adopted May 21,
1581.

2. 21 cre 58.

3. DHEW Publications No. (NIN) 78-23 (1978). :
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PROTOCOL TP2072

Primary Eye Irritation Study in Rabbits
(OECD Guidelines)

Study No. 50202473

Study Location Hazleton Laboratories America, Inc.
Life Sciences Division
3301 Kingman Boulevard .
Madison, Wisconsin 53704

Test Material 13727

Sponsor's Representative Dallas D. Zimmerman, PhD

Study Director Steven M. Glaza

Proposed Timetable
Starting Date Week of February 25, 1985
Completion Date Week of March 1, 1985
Final Report Date Week of April 1, 1985

€01393



OBJECTIVE

The objective of this study is to determine the level of irritation

produced following a single exposure of a test material to one eye of albino

rabbits. ALL aspects of this study will conform to the Organisation for

Economic Cooperation and Developaent's Guidelines for Testing Chemicals,

Section 405, Acute Eye Irritation/Corrosion, Adopted May 12, 1981" and the

U.S. Food and Drug Administration's Good Laboratory Practice Regulations for

Nonclinical Laboratory Studies.’ ALL procedures will be done according to

Hazleton Laboratories America, Inc. (HLA) Standard Operating Procedures (SOPs)

referenced in this protocol.

TEST MATERIAL .

Identification

Test Material: 1-3721,

Physical Description: Ofg-vhite solid.

Purity and Stability: Sponsor has purity and stability
. determinations on file.

Storage Conditions: Store at room temperature.

Test Material Retention: Any unused test material will be
discarded 30 days after issusace of
final report.

Safety Precautions: Laboratory personnel will take the
normal necessary precautions in
handling a substance of uaknown
toxicity. Laboratory clothing, latex
gloves, safecy glasses, and a particle
mask approved for toxic dusts must be
worn.

©01194
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TEST SYSTEM

Test fnimal

Young adult albino rabbits of either sex of the New Zealand White strain,

approximately 14 weeks of age, will be obtained from Hazleton Research

Products, Inc., Denver, Pennsylvania. An adequate number of extra animals

will be purchased so that no animal in obviously poor health is placed on

tesc. The New Zealand White albino rabbit is the animal of choice based upon

ite large orbit and nonpigaented iris.

Acclimation

Upon receipe, the animals will be taken to a designaced animal room where

they will be acclimated for at least 1 week before being placed on test

(OP-GENB 36). During acclimation, the animals will be examined for clinical

‘abnormalities indicative of health problems (e.g., diarrhea, ectoparasites,
rough hair coat, nasal or ocular discharge, evideace of injury, etc.). Any

animals regarded as unsuitable for the study purposes because of poor physical

condition will not be released from acclimation and the reason(s) will be

documented.

Hentification

Each animal in the study will be assigned a permanent identification

ouaber and will be identified with a metal ear tag (OP-GENB 24). All data

collected from an animal will be recorded and filed under its identification

nusber.

€01195
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Housing and Maintenance

The folloving environmental conditions will be maintained in the animal
room used for this study (OP-TARC 230).

o Temperature: 21° 22°
© Relative humidity: “50% $202
© Mr change: Ar least 10 changes an hour of filtered 100% outside air
© Light syle: 12 hours Light/12 hours dark

Temperature and husidity vill be monitored throughout the stuay.. Variations
from prescribed environmental conditions will be documented.

Aninal husbandry and housing at HLA comply vith standards outlined in the
"Guide for the Care and Use of Laboratory tnimals."? Care will be taken to

ensure that the anisals are not disturbed for reasons other than data
collection and routine maintenance. The snisals will be housed individuslly
in screembottom stainless steel cages (heavy gauge) held on racks, with

. sheorbent pan Liners in the urine- and feces-collecting pans. Pan Liners will
be changid at least chree times each week.

Fond usd vanes vi be provided go LBEE. The die vill be Texlasd
Laboratory Rabbi Diet. No contaminants are expected to be present in the
feed or water which vould interfere and affect the results of the study.

Study Design
Three rabbits will be selected at random based upon healtn and a body

weight of 2.0 to 3.5 ke.

Procebumss
Preparation and Adninistration of Test Material

The rabbits" eyes will be examined using Fluorescein dye procedures within
2 hours prior to test aaterial aduinistration. Only anisals vith no sign of

¢01196
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corneal injury or eye abnormalities will be utilized. One eye of each animal

will be treated with the test material and the other eye vill serve as the

untreated control.

Each rabbit will receive 0.1 g (or the weight equivalent of 0.1 al) of

solid test material. If necessary, the solid test materials will be finely
ground into a dust or powder. The test material will be placed into the

everted lover lid of the rabbit's eye. The upper and lover lids are then to

be gently held together for 1 second before releasing to prevent loss of

material. The eyes of the rabbits will remain unflushed for 24 hours

following instillation of the test material. After 24 hours, a vashout may be

used if considered appropriate.

Reason for Route of Mministration
Historically, the route of choice based on the method of Draize.*

Observations
The treated eyes of all animals will be examined for ocular irritation at

1, 24, 48, and 72 hours after treatment. If no irritation or injury is

present at 72 hours, the study will be terminated. If irritation is present

at 72 hours, additional observations will be made at 96 hours and at 7, 14,

and 21 days. If at any of these time points there is no irritation, the study

will be terminated. If injury is still presen at 21 days, the Sponsor will

be contacted to determine whether the study should continue or be terminated.

After recording the 24-hour cbservations, sodium Fluorescein my be used to

aid in revealing possible corneal injury. Irritation will be graded and
scored using the Draize technique (Attachment 1).% All eye abnormalities

will be recorded.
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ALL snisels that have a damaged eye producing undue stsess or discontors
With be saseiticnt for Tumene Tessore 482s sosmsieing with the Sponnse.

] Sod watshis wiTE be senesisd gots 5 tase spnerial atetnlstraion, and at.
Weekly intervals throughout the study. Ghservacions and body weights will be
recorded in the study notebock.

Pathology
AL antaain, Winther dyes oF sarmtiient at Atoty eesminutiony wilh be

ttocertet.

Report )
The inal segore will present. desveiptige af she vast natectal, 8

description of the teat system, dates of study inisiation and serwination, &
smmary table shoving the irritation dats ak each chasrvation period, end snp
sgental, shosevations thas were sevseieds

Seiten stn Jus ad Bunt }
Original data or copies thereof will be available at HLA to. facilitate

auditing the study during its progress and prior to acceptance of the final

Foport. When the final repost fa completed, 411 selginal pager data, os well
as the final report, will be retained in the erchives of iA, Medison,
Wisconsin (OP-GEN 44).
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PROTOCOL ~ ATTACINENT 1

o games
(A) Gopsiay - degree of Genstey (area sat dense taken for resdide)
0 gaan -deesSLSY ee

- Oe rune wen, dataiis of iris clearly visible ——-— 1
Sar raise transiiemt areas, details of iris
a ae SomersLLeee 2
OT reas, mo details of iris visible, ize of pupil
etoreo reste 3
Rory rp————

®) acss ot sommes Sovolusd.
@) fonotSESE seremeee

oe soariar, bot. lass. than halfee 2
air put sess thas three quarters ———————— 3
Hates riers, 3 towholearenmoro}

ixnxs Total Hextacn + 80

@ Ia :
WmsWoes

©
Ae soeve moral, congestion, svelling, circuscoraesl iajestisn
La SULI1 oF these or sombisation of ay theresr) iris U1 -
OT ete ten (slogsian resetion 1a positive) ees 1
aet haat besorrhage, gross destruction (127 or Wl
ee a ———— 2

axs Total Hasimm » 10

(9) somsmcsne
0) gegen (refers to palpebral coametivae only)
games(urestepe

©
Te italy infvated shove sored)—— ee
Te coves, Gasper orimsea reds individual vessels sot .
ors SFEtare meenTe ET 2
rere —————
® mesaaiapomsee

0
ESvove sores (ineludes sietiiating cebrane) ——— |
eeitn partiat aversion of ids ——ro————— I .
ST hot aif shosedmmm 3
Sellinet Len toout ir cored completely closed —e—m 1

(© piasnarnsOpeeen©
Ne tsrrarant from norsal (does not include small ssounts

ven cantnus of nora simals) ———meees |
ed a eetatening of the Lids snd hairs Just sascent
iactargs vith rotate 2
Deebsege vith seistening of the 11s ind hairs, tnd considarasle
a

Score heBeOx2 TotalMasiawm + 20

oe total score for the eye ia the sua of ALL sores chained for the
Toraear iris, and conjunctivae.
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